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EXAMINER'S AMENDMENT 
A* examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1312. To ensure consideration of such an amendment, it MUS T be submitted no later than the 

payment of the issue fee. 

Art***. f°rtbis examiner's — ta-t was given to a telephone interview wi* 

xxx on xxx. 

The application has been amended as follows: 



In the specification: 

a, page 38, line 13, after "(Kensil et al. 1991)", the following was added: 

CWu-y chopped Q. saponaria ba* X cm sonare, obtained front Hauser 

T, n ..,de, OOI ^ with 10 mi of w,W, of baric a, room termperatare for 1 h. 

- — and ,1 sn l* onms waa 

■n.. step wa s — on the ^ pHM -Kl the two ^ ™" P™'* T ° 

comnon ^ th. ..pematant pnol w lyophi.ized, resolved in 40 mM 

., M in water a, a -Nation of W0 m f /m, ,w:v) and eith er chrornato etapned throng 
„.<0 ,medi,., ™— * NJ> in ,0 mM -*.r ~M with the hemo.vHc 

,„,-.-, »- - «- void volume fract ion or dialyzcd ap.in,. -10 mM aootic acid with the 

^vitv retained by Hn !■„■ , r m.m^n. Tit, hemol ytic tWtion was lyophilized 
- - . ~Uon ..f^OO^HiL^ 40 t,.M ace,ie ^uL^ 
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by ca.bohvdxa.e assay. Hri. — be saponins of*— — identified by. 
Mbidj! a J! ^^ 

pe^ deteCd by absorbance a, 2 ,4 n„, we« **d by .sin* a — - a flow « 

i.ol^djBd^^ 

nen« defined as the ad ivant activ e teveTse phase HPLC 
^riient of 0.1 °/- TFA in acetonitnle. QS-21 is defined as me a j 

fraclion 2 1 from Q. Saponaria bark extract, 

Tn the claims: 

Claim 109 was canceled. 

Claim 100. A composition which comprises: 

a) a conjugate of (i) a GM2 or a GD2 ganglioside 
derivative [which comprises an unaltered oligosaccharide part and an altered ceramide portion 
comprising an altered sphingosine base], } vhe I ei^h^^ 
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LinvpetHe^cy^ 

sph ingosine base and the nitrogen of the e-aminolysyl group of Keyhole Limpet Hemocyanin; 

b) QS-21[, a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmacentically acceptable carrier, 
wherein Ihe amount of the conjugated GM2 or GD2 

gan glioside derivative is an amount between about 1 ^ and abont 200 ug, the amount of , the 
saponin] QS^l is an amount between about 10 ^ and about 200 ug, and the GM2 or GD2: 
Keyhole Limpet Hemocyanin molar ratio is from 200:1 to 1400:1, the relative amounts of such 
conjugate and [such saponin] QS^I being effective to stimulate or enhance production in a 
subject of an antibody to GM2 and GD2, which ever is present as a derivative in the conjugate^] 

[wherein in the conjugate the ganglioside derivative is 
cova.ent.y bound to the derivative of Keyho.e Limpet Hemocyanin by a stable amine bond 
between the C-4 carbon of the altered sphingosine base of the altered ceramide portion of the 
ganglioside derivative and the nitrogen of the s-aminolysyl group of Keyhole Limpet 
Hemocyanin, wherein the C-4 carbon is present in a CH 2 gioupl- 

Claim 1 10. The composition of 1 00 wherein the amount of the [saponin] 

QS-21 is about 200 ^g. 

Claim 112 The composition of claim 100 which comprises: 
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a) a conjugate of (i) a GM2 or a GD2 ganglioside 
derivative [which com P ri S es an unaltered oligosaccharide part and an altered ceramide portion 
comprising an ahered sphingosine base], wh ^in <he GM2 or GD2 gang li ^ide derivative is a 
GM2 or GD2 ganglioside cleaved with ozone, and wherein an aldehyde group is introduced at 
^ r* ^hion of the c^^e nortion of the CM? or GD2 ganglioside, and (ii) Keyhole 
Limpet TTrmr ry—fl ^ ™* OT GD2 r™rlioside derivative is covalently bound to 

keyhole Linvoet bv a st able amine bond between the C-4 carbon of the 

^.n.h.e base and ^ " r "-»^w' *™W nT Yry ^ T im pel Hemocvanin ; 

b) QS-2 1 1 , a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaceutically acceptable carrier, 
wherein the amount of the conjugated GM2 or GD2 

ganglioside derivative is an amount between about 1 ug and about 200 ng, the amount of [the 
saponin] QS^l is about 100 M and the GM2 or GD2: Keyhole Limpet Ilemocyanin molar ratio 
is from 200:1 to 1400:1 , the relative amounts of such conjugate and [such saponin] QS^ is 
effective to stimulate or enhance production in a subject of an antibody to GM2 and GD2, which 
ever is present as a derivative in the con jugate[,] 

[wherein in the conjugate the ganglioside derivative is 
covalently bound to the derivative of Keyhole Limpet Ilemocyanin by a stable amine bond 
between the C-4 carbon of the altered sphingosine base of the altered ceramide portion of the 
ganglioside derivative and the nitrogen of the e-aminolysyl group of Keyhole Limpet 
Hemocyanin, wherein the C-4 carbon is present in a CH 2 group]. 
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Claim 114. A method of stimulating or enhancing production of an 

antibody directed to GM2 or GD2 in a subject which comprises administering to the subject an 
effective amount of a composition which comprises: 

a) a conjugate of (i) a GM2 or a GD2 ganglioside 
derivative [which comprises an unaltered oligosaccharide part and an altered ceramide portion 
comprising an altered sphingosine base], whnrrin the GM? or OP? pn^lioside derivative is a 
OMO. or GD2 g an»Ho S ide cleaved w ith ozone, and whorrin «m aldehyde proup is introduced at 
the C4 position of the sphingosine portion of the GM2 or GD2 ganglioside, and (ii) Keyhole 

Limpet wh ™ " 1he GM2 or GD? ^* lioside deri ™ tiv * » bo ™ d to 

the Kevhole f .imp* Hemocvanin h v a s tahle amine bond between the C-4 carbon of the 
. pWorii,. base the nitrogen of t h. .-.minolvsvl group of Keyhole Limpet Hemocyanin; 

b) QS-2 1 [, a saponin derivable from the bark of a Quiliaja 

saponaria Molina tree]; and 

c) a pharmaceutically acceptable carrier; 
wherein the amount of the conjugated GM2 or GD2 

ganglioside derivative is an amount between about 1 pg and about 200 >ig, the amount of [the 
saponin] OS-21 is an amount between about 10 »g and about 200 ng and the GM2 or GD2: 
Keyhole Limpet Hemocyanin molar ratio is from 200:1 to 1400:1, the relative amounts of such 
conjugate and [such saponin] QS^l is effective to stimulate or enhance production in a subject 
of an antibody to GM2 and GD2, which ever is present as a derivative in the conjugate^ 

wherein in the conjugate the ganglioside derivative is 
covalently bound to the derivative of Keyhole Limpet Hemocyanin by a stable amine bond 
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between the C-4carbon of the altered sphingosinc base of the altered ceramide portion of the 
ganglioside derivative and the nitrogen of the e-aminolysyl group of Keyhole Limpet 
Hemocyanin, wherein the C-4 earbon is present in a CH 2 group], so as to thereby stimulate or 
enhance production of |the antibody! antibodies to GM2 and GD2 in the subject, whichever is 
present as a derivative in the conjugate. 

Claim 1 15. A method of treating a human subject having cancer which 

comprises administering to the subject an effective cancer- treating amount of a composition 
which comprises: 

a) a conjugate of (i) a GM2 or a GD2 ganglioside 
derivative [which comprises an unaltered oligosaccharide part and an altered ceramide portion < 
comprising an altered sphingosine base], wherein the GM2 or GT)2 P anglioside derivative is a 
GM2 or GD2 ganglioside cleaved with, ozone, and wherein an aldehyde group is introduced at 
the C4 position of the sphingosine portion of the GM2 or GD2 gan R lioside, and (ii) Keyhole 

T,impet TT- Y™H 1 * he GM2 OT GD? ^ K lio«idc derivative is covalently bound to 

the Kevhole Limnet Hemocyani n bv a stable amine bond between the C-4 carbon of the 
snhinoosine base ™d the nitrocen o f the —minolwl frroup of Keyhole T .impet Hemocyanin- , 

b) QS-2 1 [, a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaccutically acceptable carrier, 
wherein the amount of the conjugated GM2 or GD2 

ganglioside derivative is an amount between about 1 ng and about 200 u.g, the amount of [the 
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saponin] QMl i» « «n°™* bctwccn about 10 ^ g ,md ab ° Ut 2 °° ^ 1110 ° T ^ 
Keyhole Limpet Hemocyanin molar ratio is from 200:1 to 1400:1, the relative amounts of such 
conjugate and [such saponin] QS^l is effective to stimulate or enhance production in a subject 
of an antibody to GM2 and GD2, which ever is present as a derivative in the conjugate! , 

wheTein in the conjugate the ganglioside derivative is 

covalcntly bound to the derivative of Keyhole Limpet Hemocyanin by a stable amine bond 
between the C-4 carbon of the altered sphingosine base of the altered ceramide portion of the 
ganglioside derivative and the nitrogen of the E-aminolysyl group of Keyhole Limpet 
Hemocyanin, wherein the C-4 carbon is present in a CH 2 groupl, so as to thereby stimulate or 
enhance production of [the antibody] antibodies to GM2 and GD2 in the subject, whichever is 
present as a derivative in the conjugate. 



Claiml25 . The method of claim 124, wherein the conjugate and the 

[saponin] QS-21 are mixed on the day of administration to the subject. 



